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Figure 4 — continued
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Figure 4c - continued
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Figure 6 — continued
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Figure 9
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Figure 9 - continued
C

Di-amino acids:

Q 0 O
HiM \E)‘L\QH HQN\)JL OH HEM\/ELOH

; \l\ MNHZ
g ‘

D1 NH, D2

D3

o O H;N i

Hﬂm/ﬁﬁ;fuﬁ H‘zN-.CrZH/{LQH ié\
D6

D4 D5
Backbone amino acids:
Q
@:‘:/JLDH HoN ”\\/lL

B

< O |
B2 :
0 ;

B4 BS

B6

Sidechain amino acids:
FHLLQS VWYafsvwy

e
o
o

L3

m——

—e— -2

- - plﬂ‘a, A ;
e T e o o6

™ "“";,

o
o
i
L
-

Recovery(%) Q.
3
3
i

&

0 25 50
Scaffolds

SUBSTITUTE SHEET (RULE 26)



WO 2022/242993

PCT/EP2022/061138
14/64
Figure 10
a o) o o
HO)KENI Hglurj HO™ ji{ . % . 2 e
No N~ 7N o P
9 10 1 12 13
0 9 o
HO iS/ o Hc’)jlii}; HO {f;
14 16 16

Turn
I ., I microplate
— l 0 f —»>
— —
e

Acoustic transfer of 20 nl Acoustic transfer of 20 nl  Acylation reaction

Pipetting of 5 ul
macrocycle (8 mM), pre-activated acid atRT, 5 hrs quenching solution
DABCO (150 mM) {80 mM acid, (100 mM Tris-Cl buffer,
in DMSO 80 mM HBTU, pH7.5)
80 mM DABCO)
ibrary: a c e
C b ta _, b _  tc ., 1d , e , A

=

£

1]

L)

B

Acids
1-3, 8-16
* no acid
Thrombin
inhibition
(%)
0 100
acid 14

SUBSTITUTE SHEET (RULE 26)



WO 2022/242993 PCT/EP2022/061138

15/64

Figure 10 - continued
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Figure 11 - continued
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Figure 16 - continued
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Figure 16 - continued
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Figure 18 — continued
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Figure 18 — continued
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Figure 18 — continued
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Figure 19 - continued
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Figure 19 - continued
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Figure 20 - continued
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Figure 22
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Figure 22 - continued
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Figure 22 — continued
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Figure 24
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Figure 25
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Figure 25 - continued
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Figure 26 — continued
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Figure 28 — continued
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Figure 28 - continued

SUBSTITUTE SHEET (RULE 26)



WO 2022/242993 PCT/EP2022/061138

58/64

Figure 28 - continued
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Figure 28 - continued

= &
ko
P
{ o
R
§ 8 g
e
; Wy
5 8 8

SUBSTITUTE SHEET (RULE 26)



PCT/EP2022/061138

WO 2022/242993
60/64
Figure 29
a
80~
> 60 -a- M10, replicate 1
= -= M10, replicate 2
,Zog 40- -+ Nutlin-3a, replicate 1
< -+ Nutlin-3a, replicate 2
20
0 I i I 1 [
-9 -8 -7 -6 -5 -4
Log [Inhibitor] (M)
b
80 -
60~
§ -@- M10, replicate 1
£ 40- -# M10, replicate 2
2 -~ Nutlin-3a, replicate 1
< -+ Nutlin-3a, replicate 2
20~
0 i 1 i i i
-9 -8 -7 -6 -5 -4

L.og [Inhibitor] (M)

SUBSTITUTE SHEET (RULE 26)



WO 2022/242993 PCT/EP2022/061138

61/64
Figure 30
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Figure 30 - continued
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Figure 30 - continued
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Figure 30 - continued
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